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Background : Transformation of Waldenstrom macroglobulinemia (WM) into diffuse large B-
cell lymphoma is a rare complication usually associated with a poor but heterogeneous
prognosis. The optimal therapeutic approaches in this setting still remain unknown. The use
of high-dose therapy with stem-cell transplantation (SCT) has been shown to improve
outcome in other transformed indolent lymphomas.

Methods: We retrospectively reviewed data from 133 patients with transformed
Waldenstrom macroglobulinaemia (t-WM) treated at 22 centres in France (n = 80), USA (n =
36), UK (n = 13) and Netherlands (n = 4). A total of 23 patients underwent stem-cell
transplantation.

Results: Of the 133 patients with t-WM, 127 received therapy and 111 were assessable for
response. First-line treatment for t-WM consisted of R-CHOP-like regimen in 102 patients
(80%). The overall response rate after first-line treatment was 69% (complete response,
55%). Nineteen patients underwent autologous SCT and 6 allogeneic SCT (2 patients
allografted at relapse after autologous SCT in first CR). Patients’ characteristics, therapies
before SCT, conditioning regimens and outcomes are listed in Table 1. SCT was performed
as part of first-line treatment strategy in 14 patients. The median overall survival was not
reached for patients who responded to R-CHOP-like regimen and subsequently received
SCT (n = 13) whereas it was 6.7 years for patients who were responders to R-CHOP but did
not received intensive therapy with SCT (n = 50) (p = 0.056), Figure 1).

Conclusion: Among responders to R-CHOP-like regimen, our results suggest that high-dose
therapy with SCT may offer benefit to selected patients with t-WM. Further study would be
necessary to confirm our findings.
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Table 1. Characteristics of patients who underwent autologous and/or allogeneic SCT

N°/Sex/Age IPSS Tx for Median Status | Localization | Tx before | Response | Conditioning | Status | Follow-
wMm time to at HT SCT regimen up
HT (months)
(months)
Autologous SCT
LN GI R-CHOP SD
1/M/61 2 FR 17 VGPR s Ileer; R-DHAOx PD BeEAM R/2 D/5
P R-VIM PR
. R-CHOP SD
2/M/65 0 CLB 31 PR skin R-ICE CR BEAM R/10 D/19
R-DHAP/
3/M/59 NE No 0 NE CNS MTX- PR TB-EDX PR D/3
AraC
spleen,
. R-CHOP/
4/M/34 NE No 0 NE mesenteric MTX HD CR BAM CR A/25
mass
5/M/63 0 CLB 119 SD bone R-ACVBP/ CR TBI + EDX R/4 D/7
R-DHAP
6/M/62 NA CLB 25 NA LN, bone R-CHOP CR BEAM CR A/100
LN, bone, R-CHOP PR
7/M/66 2 CLB 66 PR muscle R-DHAP CR BEAM CR A/85
CLB
8/F/65 1 FAMP 147 PR LN R-CHOP CR BEAM R/4 D/5
FR
CLB R-CHOP PR
9/F/59 0 FCR 30 PD BM R-DHAP CR BEAM CR A/82
10/M/63 0 F 55 PR testis R-CHOP CR TB-EDX CR A/88
11/M/44 2 RCD 6 PR bone R-ESHAP CR LEAM R D/6
12/M/41 NA R-CVP 15 PR bone R-CHOP CR BEAM R/2 D/2
13/M/60 2 C 50 PR NA R-CHOP CR BEAM CR A/193
. R-CHOP CR
14/F/68 2 F 71 PR skin R-ICE CR R-BEAM NA D/9
. R-CHOP PD
15/M/69 2 No 2 NE kidney R-ICE PR BEAC R/3 D/15
16/F/72 NA RVD 123 PR BM, pleura R;RC_:*CCEP EE BEAM CR A/38
R-CHOP CR
17/F/55 NE No 0 NE breast RICE NA NA NA A/20
Autologous SCT in first CR, allogeneic at relapse
R-DHAP CR BEAM
18/F/55 2 CHOP 10 PR LN, BM R-VIM CR Bu-Flu CR D/2
Cladribine . ICE CR BEAM
19/F/61 2 R-CHOP 72 PR orbital R-GND CR BU-Flu CR A/108
Allogeneic SCT
20/M/43 0 E;i 60 PD CNS, pleura ACVBP CR TAM CR A/160
RCD
21/F/44 1 R-CHOP + 50 VGPR LN GEMOX PD Bu-Flu CR A/13
COMP CR
autoSCT
F
Flu-Mel-
22/M/48 NA R-CHP + 115 CR spleen O-ESHAP PR R D/3
Camp
autoSCT
R-CHOP + Flu-Mel-
23/M/47 NA AUtoSCT 36 CR NA R-ESHAP CR Camp R D/5
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Abbreviations : M : male ; F : female ; IPSS : International Prognostic Scoring System ; NE : not evaluable ; NA : not available ;
Tx : treatment ; HT : histological transformation ; CR : complete response ; VGPR : very good partial response ; PR : partial
response; SD : stable disease; PD : progressive disease; LN : lymph node; Gl : gastro-intestinal ; CNS : central nervous
system; BM : bone marrow ; F: fludarabine ; CLB: Chlorambucil ; RCD : rituximab, cyclophosphamide, dexamethasone ;
RVD : rituximab, bortezomib, dexamethasone ; R-CHOP : rituximab, cyclophosphamide, doxorubicine, oncovin, prednisone ;
R-DHAOXx : rituximab, dexamethasone, cytarabine, oxaliplatin ; R-VIM : rituximab, etoposide, ifosfamide, mitoxantrone ; R-
ICE : rituximab, ifosfamide, carboplatin, etoposide; R(O)-ESHAP: rituximab (ofatumumab), etoposide, solumedrol,
cytarabine, cisplatin; MTX: methotrexate,; HD : high-dose; R-ACVBP: rituximab, adriamycine, cyclophosphamide,
GEMOX : gemzar, oxaliplatin; BeEAM : bendamustine, etoposide, cytarabine,
melphalan ; BEAM(C) : carmustine, etoposide, cytarabine, melphalan (cyclophosphamide); TB-EDX : thiotepa, busulfan,
cyclophosphamide ; BAM : busulfan, cytarabine, melphalan ; TBI + EDX : total body irradiation + cyclophosphamide ; Bu-Flu :
busulfan, fludarabine ; TAM : thiotepa, cytarabine, melphalan ; Flu-Mel-Camp : fludarabine, melphalan, alemtuzumab; R :

vinblastine, bleomycine, prednisone;

relapse; D : dead ; A : alive.
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